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lH-NMR(400MHz. CDCI3) a 1.22-1.36(6H. m), 1.42(9H, s). 1.45-1. 53(2H, m) 
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lH-NMR(400MHz, CDCI3) <y 1.22(6H. t. J=7.1Hz). 1.42(9H, s), 1.44-1.47 (2H, 
m). 2.31(2H. brs), 2.57(2H, t, J=7.6H2), 4. 11-4.27(4H, m), 5.03(2H, s) 
, 5.92(1H, br s). 6.88(2H, d. J=8.8Hz), 7.06(2H, d, J=8.8Hz). 7.29-7.43( 
5H, m) o 
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FABMS : 390 ([M+H]+) 

iH-NMR (400MHz. DMSO-de) ^ 1. 52-1. 61(4H, br s), 2.70(2H, t, J=7.3Hz). 3. 
09(1H, br). 3.38-3.43(lH. m). 3. 55-3. 58(1H. m). 5.28(1H, t. J=4.9Hz). 7. 
34 (IH. dd. J=7.9Hz, 2.0Hz), 7.41(1H, d, J=7.3Hz). 7.54(1H. d. J=2.0Hz), 
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FABMS: 556 ([M+H]+) 

lH-NMR(400MHz. CDCI3) a 1.43(9H, s). 1.48-1. 81 (4H, m), 2.68(2H. t. J=7. 
8Hz), 3.33(1H, d. J=8.8Hz). 3.36(3H, s). 3.57(1H. d, g.8Hz), 3.65(2H. d. 
J=6.8Hz), 5.03(2H, s), 5.10(1H. br s), 6. 59-6. 62(2H, m), 6.74(1H. dd. J 
=8.3Hz, 2.4Hz), 6.84(1H, dd. J=8.3Hz, 2.4Hz), 7.00(1H, d, J=2.4Hz). 7.15 
(IH, d, J=8.3Hz). 7.23(1H, t. J=8.3Hz). 7. 33-7. 42 (5H. in)o 
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lH-NMR(400MHz. CDCI3) 3 1.42(9H. s). 1.48-1.61 (3H, m), 1.84(1H, br), 2. 
67 (2H, t. J=7.8Hz). 3.34(6H, s), 3.46(2H, d, J=8.8H2), 3.50(2H, d, 8.8Hz 
). 4.82(IH. br s). 5.03(2H. s). 6. 59-6. 63 (2H, m). 6.73(1H, dd, J=8.3Hz, 
2.4Hz), 6.83(1H, dd. J=8.3Hz. 2.4Hz). 6.99(1H, d, J=2.4Hz). 7.15(1H. d, 
J=8.3Hz), 7.23(1H, t, J=8.3Hz), 7. 32-7. 42 (5H, in)o 
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isi^t::^^&^-ti:ga^;£^ (^»jii4*5 io^^^M^^iis) ^^Am^mmstx^xn 

FABMS: 484 ([M+H]+) 

lH-NMR(400MHz. CDCI3) 8 1.42(9H. s). 1.48-1. 83(4H, m). 2. 57-2. 65(2H. m) 
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. 3.33(1H, d, J=8.8Hz), 3.37(3H. s), 3.58(1H, d, 8.8Hz), 3.62(2H, br s). 
5.07(1H, br s), 6.94(2H. d, J=6.4Hz), 7. 10-7. 21 (4H, m),7.30(lH. d. J=7. 
8Hz). 7.40(1H, t. J=7.8Hz)o 

[0 2 6 1] 
<lliiMll5> 

2- t -:7*h^v^;i^.if-;i,r 5 y-2 - [4- (3 - b V7;^:tn>^;V 

[0 2 6 2] 
['fkSO] 


[0 2 6 3] 

^»Jll4Sr#HS„ l!t#.Mt>ctJo 
FABMS: 498 ([M+H]+) 

lH-NMR(400MHz, CDCI3) $ 1.42(9H. s), 1.48-1.66(3H. m), 1.81-1. 85(1H, m) 
, 2.60(2H, t. J=7.8Hz), 3.34(6H, s). 3.46(2H. d, J=8.8Hz), 3.49(2H. d, 8 
.8Hz). 4.83(1H, br s), 6.93(2H, dd, J=6.4Hz. 2.0Hz). 7. 12-7. 22 (4H. m), 7 
.31(1H. d, J=7.8Hz). 7.41(1H, d, J=7.8Hz)o 

[0 2 6 4] 
<II:^^J116> 

4- [4- (3 j^:=.}]y^:^) - 2 - uuy x.=,)V'\-:fu 

\£}V- 4 - k Knc^i/>^;v- 2 v y >^ 

[0 2 6 5] 

[-fbs 1] 




aifflE# 2003-3085531 



#M2 0 0 2 - 2 7 2 8 3 4 


[0 2 6 6] 

2-[4- (3-^>i^)U:t^iyy - 2 - ^ xj u y ju^ju] y'u 

) ^THF (80mL) izmmU 0 mT60%7fc^'fb:^ h V A (600ing) ^Mx. 

iiTJiii^u ^mm (2.37g) lt#7^:o 

lH-NMR(400MHz. CDCI3) a 1. 63-1. 72(4H. m). 2.74(2H, t. J=6.8Hz), 3.51(1H 
, d, J=11.2Hz), 3.58(1H. d. J=11.2Hz), 4.09(1H, d, J=8.8Hz), 4.24(1H, d. 
J=8.8Hz). 5.02(2H, s), 5.28(1H. br s), 6.87-6.90(lH, m), 6. 94-7. 00 (2H, 
m), 7. 09-7. 16 (2H. m). 7. 22-7. 52 (7H, m)o 
[0 2 6 7] 

<^mmn7> 

4- [4- (3— ^>'>>;v^^->7a.^;v^:t) - 2 -i^ nn 7 T^n 
[0 2 6 8] 



[0 2 6 9] 

mmmieco^t^!^ (2.37g) (D}£Vz^> (30mL) mUKp - y 

ji^^uvh^ (i.33g) ^M^'Bmzx2mm. eov^zx^hKsmmnL/zo 

m^:^7^}Vi^ (2.14g) ^te^M^tft tT#fCo COy.;i..-^^^^ji;^7^;i. (2.I 


aSiE#2 003-3085531 


#112 0 0 2-2 7 2 8 3 4 ^--V 
4g) ^r-^h> (20fflL) KmmU B^iti-V^)^^ (2.55g) ^M^. IGBtr^l 

^u-^Y^yy^^ i^^^> : 1) izxnmLEmm (1.47 

g) ^M'^mW^ t LX^fzo 

lH-NMR(400MHz, CDCI3) a 1. 59-1. 65(2H. m), 1. 83-1. 89(2H. m), 2.75(2H. t, 
J=7.8Hz). 3.31(2H. s). 4.19(1H, d. J=9.3Hz). 4.21(lH. d, J=9.3Hz). 5.02 

(2H. s), 5.13(1H. br s), 6.88(1H. dd, J=7.8Hz, 2.0Hz), 6.94-7. 00(2H, m), 
7.n(lH. d, J=7.8Hz). 7.16(1H, dd, J=7.8Hz, 2.0Hz), 7. 22-7. 41 (7H. m)o 
[0 2 7 0] 

<^MM118> 

4- [4- (3 — ^>v^;V;^^->7i^;U^:^) - 2 -^^ n n T^n 

[0 2 7 1] 
UtS 3] 



[0 2 7 2] 

mmmUKDit^ haw ^THF (SOmD tCv#^LNaSMe (210nig) ^tlDx. 

T^^u ^^ymmi- Y ^ Axnmx^tzo mm^ms.mmvmm (i.27g) 

FABMS: 514 ([M+H]+) 

lH-NMR(400MH2, CDCI3) d 1. 62-1. 77(4H. m). 2.17(3H, s). 2.68(1H. d, J=13 
.2Hz), 2.74(2H. t, J=7.3Hz). 2.78(1H. d. J=13.2Hz), 4.15(1H, d, J=9.0Hz) 
, 4.20(1H, d, J=9.0Hz). 5.03(2H, s). 5.22aH, br s). 6. 87-6. 90 (IH, m), 6 
.93-6.97(2H, m). 7. 10-7. 17 (2H. m), 7. 22-7. 41 (7H. m)o 


miE#2 003-3085531 


mm 2002-272834 


^-v^: 63/ 


[0 2 7 3] 

<mmmn9> 

5- [4- (3 -^>v;l^:^^v7i-;l/5^:^) - 2 -iJ' nn"7i^;v]- 2 
- t -7*h^->*;V5i^^;vT5y-2-^^;vf-:t^^;u^>iJ'>- i-^e-- 

[0 2 7 4] 
[^b8 4] 


[0 2 7 5] 

±mmmmil8<D^t^^ (l.27g) «:T-t (20mL) frC^^^L. B0C2O 

(1.09g) . i^^^)l'r<y\£Vi^y (lOOmg) ^ijn£^zaiCT30:9^lt^|^L7^Co ^ 

^■^;V=4 : 1) irTfflMLN-Boc-:f ^•'fV'Uv^y (1.48g) ^^^m^ 
#ttT#7to ^(7)^<7)^><^y-;u (20inL) tl?#^L^ mM^^y^J-^ (410mg 

) irjnx. Skater mm^L/co ^s^i^^u ^m.^wm.=^^mz.mm\^^m. 

(1.28g) ^^-feyft^l^t?^ LT#/io 
FABMS: 588 ([M+H]+) 

lH-NMR(400MHz. CDCI3) 8 1.43(9H. s), 1.51-1.66(3H. m), 1.82-1.85(1H. m) 
, 2.15(3H, s). 2.69(2H. t. J=7.3Hz), 2.75(1H, d. J=13.4Hz), 2.90(1H. d, 
J=13.4Hz), 3.69-3.70(2H. m), 4.02aH, br), 4.99(1H, br s), 5.02(2H, s), 
6. 86-6. 94 (3H, m). 7. 12-7. 17 (2H. m). 7. 21-7. 41 (7H. m)o 

[0 2 7 6] 
<^MM120> 

N-:7j:-;i/- 2 - t-:/h^v:*;V5K^;i/T^y-5-[4- (3-h';7 



'SMe 


'OH 


miE# 2003-3085531 



#M 2002-272834 


[0 2 7 7] 
Hb8 5] 


NPhBoc 
COzEt 


[0 2 7 8] 

2-'^^-^^r^y^uymi^J^^)P (510mg) <^THF (lOmL) ^?^Ooc20 
(480ing) ^inx.. -^Z^iCTl Bm#L/Co -OKi^-^^^tCNaOtBu (190mg) . ## 
^[imco^b-^tf (SlOmg) <7)THF (2niL) ^?^^SDi. 8 Bf ^J)Diisl»iL Lt^o 

:i^m«^^;i'=6 : i) tcrfflMLgfi^J^ (420mg) ^m^m^JikmtLx 

FABMS: 558 ([M+H]+) 
[0 2 7 9] 

<m.mm2i> 

[0 2 8 0] 

UtS6] 


[0 2 8 1] 
MS (EI) : 415 ([M]+) 

lH-NMR(400MHz, CDCI3) <5 1. 56-1. 78(4H. m).2.62(2H, t, J=7.8H2), 3.51-3.56 


£iJiE#2 003-3085531 



#M 2002-272834 


^ — i/? 


(2H. m), 3.73-3.77(lH.m), 6. 66(2H, d, J=7. 8Hz). 6.73(1H, t, J=7.8Hz), 6.91 
-6.95(2H, m), 7. 11-7. 21 (6H, m). 7.31(1H. d, J=7.8Hz). 7.41(1H. t. J=7.8H 

z)o 

[0 2 8 2] 

<mmmi22> 

5- [4- (3-^>>?;ix:t^^/-7a./^v) -2-i^nn7^-;v]-2- 
y jl.^ JUT 5. y y— I 

[0 2 8 3] 
[<b8 7] 


_ _ ^ ^OH 

[0 2 8 4] 

< *M^J 122-1 > 

2-T^y-i— ?>'vM;v;^^-.-5- [4- (3--<>'vWi^->:7a.y 
— 2— ^nnyjc— ;i/]^>:j7> 

[0 2 8 5] 

[<b8 8] 



[0 2 8 6] 

mmm75<D^t^^ (SOOmg) ^mtji^Vy aOmD tr?§«?Ltf';i^>' (0.2mL 
) . -<>v^^;i'iJ^ni; k (0.l2mL) ^Mx.. #StcT 1 B#^^#Lfco K/Sr^lc 

V^A L S (67Ging) ^il-feM^J^ i: LX^fZo 


ffiiE#2 003-3085531 



#M 2002-272834 ^--^ ; 66/ 


<^MMl22-2> 

1-- ^>V^;V^:^v-5- [4- (3— -2- 
[0 2 8 7] 

[-fbs 91 

[0 2 8 8] 

±fe^Mf!ll22-10<t:^# (670mg) ^mt^^Uy (30mL) tC^^L. PhsBiC 
0Ac)2 (558mg) , Emm (lOmg) jD;i#}atcr 1 Bif##, ^^=^@*L. v 
V:*r;i';^7Ai^nvh^77-f- : I^^jc^;i.= 4 : 1) trrW^ 

aeiJtf (560mg) ^AE^Mt^^t Lr#7feo FABMS: 592 ([M+H]+) 
[0 2 8 9] 
<^M^Jl22-3> 

5- [4- (3-^>>^;k^:3pv:7aiy:^v) - 2 -i^ nn^ jc-;t/]- 2 - 

^^^=2 : 1) Kxmm^LEms^ (290m) irm-^m^mtLxmzo 

FABMS: 488 ([M+H]+) 

lH-NMR(400MHz, CDCI3) 5 1.57-1. 73 (4H. m), 2.70(2H. t. J=7.3Hz), 3.53-3.5 
6(2H. m), 3. 74-3. 79 (IH. m). 5.02(2H, s), 6. 57-6. 75 (6H, m). 6.82(1H. dd. 
J=8.3Hz, 2.4Hz), 6.99(1H. d. J=2.4Hz), 7.09(lH. d. J=8.3Hz), 7.17(2H. dd 
. J=8.3Hz, 7.3Hz). 7.23(1H. t. J=8.3Hz), 7. 30-7. 42 (5H, m)o 
[0 2 9 0] 

<nMmi23> 


miE#'2 003-3085531 


#M 2002-272834 


^-v: 67/ 


5- [4- (3 — ^>>^;V':t-^i^-7iV^v) - 2 n n >7^^;^] - 2 - 

^ 1 — ;i/ 
[0 2 9 1] 
[it9 0] 


[0 2 9 2] 

2- [4- (3-^>i^)U:^^i/y^y:3(-^^) - 2 n n 7 :7'n If 

;i,_2- t-:/h^v:^;V>}e-;i/T5y-l, 3 -ynyN->>^:t-^;i^ (3.25g) 
^DMF (l8mL) KmmLi^4 vyu}£)Vj^^)]yr ^ > (l0.5mL) . t-BuPh2SiC 
1 (1.73g) SrJnx.. -^^atCTSBtP^m^f L/Co Kl^^WUZyK^^mx.. I^^ji^^;^ 

: f^^ji-f-;p= 7 : 1) iZxmmL^^m (1.64g) ^te-fe'^t^tt^t LT#/co 
lH-^JMR(400MHz. CDCI3) ^ 1.06(9H, s). 1.43(9H, s). 1.49-1. 82(4H. m), 2.66 
(2H, t, J=7.8Hz). 3.54(1H, d, J=10.3Hz). 3. 65-3. 67 (2H, m), 3.74(lH, d, J 
=10.3Hz), 5.03(2H, s), 5.05(1H, br s), 6.59(1H, dd, J=8.3Hz, 2.4Hz). 6.6 
3(1H, t, J=2.4Hz). 6.74(1H. dd, J=8.3Hz. 2.4Hz). 6.82(1H, dd, J=8.3Hz, 2 
.4Hz). 6.99(1H. d, J=2.4H2). 7.10(1H. d, J=8.3H2), 7.23(1H. t. J=8.3Hz). 

7.31-7.45(11H. m). 7. 61-7. 64 (4H, m)o 
[0 2 9 3] 

<mMm24> 

5- [4- (3 -^>v;i';t^v-7 j^y ^v) -2-:5'nn-7i^;V]-2- 
t - 7* h ^ v )U}i^zu)VT 5 y - 2 - t - ff-ivv 7 i -;i/'> n i|r y 
— ;v 

[0 2 9 4] 



'OH 


miE#2 003-3085531 



^-z^: 68/ 


CHO 


[0 2 9 5] 

±fS^»fll230'ft;^tf (940mg) *DMF (lOmL) izmML. Zl^nA^lfi; 

v'^-^A (soomg) i:in^'^i^i,zxi8mmmwLfzo KJzmzyK^mmi^^^ 
= 3 : 1) izxmuu Emm (yiomg) ^M'&m^nki^tLxmzo 

lH-NMR(400MHz. CDCI3) <y 1.0l(9H, s). 1.44(9H. s), 1.49-1. 73(4H, m), 2.64 
(2H. brs), 3.84(1H, d. J=10.3Hz), 4.13(1H. d. J=10.3Hz), 5.03(2H, s), 5 
.43(1H, brs), 6.58(1H. dd, J=8.3Hz, 2.4Hz), 6.62(1H. t, J=2.4Hz), 6.74( 
IH, dd, J=8.3Hz. 2.4Hz). 6.82(1H, dd. J=8.3Hz, 2.4Hz). 6.99(1H, d, J=2.4 
Hz). 7.08(1H. d. J=8.3Hz). 7.23(1H. t, J=8.3Hz). 7.30-7.43(llH, m), 7.56 
-7.64(4H. m). 9.36(1H, s)o 
[0 2 9 6] 

<mmmi25> 

5- [4- (3— ^>>^;i/:f ^vyj^y^E^v) _ 2 n n^a^ - 2 - 

[0 2 9 7] 
litQ 2] 



COzMe 

[0 2 9 8] 


tBIE#2 003-3085531 


# 


^. #0 2002-272834 


^-v^: 69/ 


±tmmmi24(D^t^!\^ (ySOmg) ^r-th^ (SmD frc-^j|?L^ CCtCT^t^l^ 
T^ Z^a->Xmm (l.5mL) < «9 iriT L/Co 5B#^1^^, 7fCi^JPx.@^M 

mM^m&^^Lmm^DMF (lOmL) izmML. m.miJ')t7M, (SOOmg) . 3 

: 1) J3Tffl^LB«;% (360mg) ^m^^mW^ t'Lxmzo 
lH-NMR(400MHz. CDCI3) <5 0.90(9H, s), 1.44(9H, s), 1. 57-1. 66(4H. m). 2.62 
(2H. br s). 3.73(3H. s). 3.81(1H, d. J=9.8Hz), 4.29(1H. br), 5.03(2H. s) 
. 5.73(1H, br s). 6.58(1H. dd. J=8.3Hz. 2.4Hz), 6.61(1H. t. J=2.4Hz). 6. 
74 (IH, dd, J=8.3Hz. 2.4Hz), 6.81(1H, dd, J=8.3Hz, 2.4Hz). 6.97(1H, d, J= 
2.4Hz), 7.08(1H, d, J=8.3Hz), 7.22(1H, t, J=8.3Hz). 7.30-7.46(llH, m), 7 
.58-7. 61 (4H, m)o 
[0 2 9 9] 

2-T<y-5- [4- (3 -^>v;U;a-^v-7i/^-» -2-iJ'nD7ac 
[0 3 0 0] 


[0 3 0 1] 

±.t^mmn2b<Dit'^m (360mg) ^StTHF (5mL) KmML. 1 mol/L-Bu4NF 

(3inL) ^iiwk.^ii^\zxummm^vfzo Kj^^m^^mk^ ^^yMKxm^t 

(lOOmg) ^iE-feT>=&;V"7T;^^ LT#/io ^<Dii<D^^^y-)l^ (5mL) Km 


m9 3] 



aiiiE#2 003-3085531 



#M 2002-272834 ^^^^ 

Bfi^i^ C90.0mg) '^M'^T^Jlyy T tLX^fZo 
FABMS: 456 ([M+H]+) 

lH-NMR(400MHz, DMSO-de) ^ 1.44-1. 76 (4H. m), 2.63(2H. br). 3.52(1H. d, J== 
lL2Hz). 3.73(1H. d. J=11.2Hz). 5.08(2H. s). 6.56(1H, dd. J=7.3Hz. 2.2Hz 
), 6.66(1H, t, J=2.2Hz). 6.83(1H, dd, J=8.3Hz, 1.7Hz). 6.93(1H. dd. J=8. 
3Hz. 2.4H2). 7.05(1H. d. J=2.4Hz). 7. 27-7. 43 (7H. m). 8.14(3H, br)o 
[0 3 0 2] 

<mmmi27> 

5- [4- (3 -^>v;P:^^v-7iy ^v) -2-i>nn7i^;i/]-2- 
[0 3 0 3] 


IVIHBoc 
'COzMe 


[0 3 0 4] 

5- [4- {3 -^-y-J}V:^^i/y - 2 -iJ^ nn 7^^;^]- 2 - 

20g) =J-DMF- (SOmL) tC^^U Zli^ n A^tf V (9.26g) ^jJllx.^?^ 

) tc^^^L. mm.-^')^A (2.oog) , 3.i.>fbp^5^;v (2mL) ^mx.^u.xi\m, 

J^J^x;^'^ (2.67g) trm^^m-^mtLrmZo 

lH-NMR(400MHz, CDCI3) ^1.44(9H. s). 1. 65-1.88(4H. m). 2. 69-2. 71 (2H. m). 

3.74(3H, s), 4.34(1H. br). 5.00(1H. br), 5.03(2H, s). 6.60(1H. ddd. J=8 


ffiaE# 2003-3085531 



#M 2002-272834 


OHz, 2.2Hz, 0.7Hz), 6.63(1H, t, J=2.4Hz), 6.75(lH, ddd, J=8.3Hz, 2.4Hz, 
0.7Hz), 6.84(1H. dd, J=8.3Hz, 2.4Hz), 7.00(lH. d, J=2.4Hz), 7.13(1H, d, 
J=8.3Hz), 7.24aH. t. J=8.0Hz). 7. 30-7. 43 (5H, in)o 
[0 3 0 5] 
<^ife*?!!l28> 

6- [4- (3 ^i/) - 2 - n n 7 - 3 - 

[0 3 0 6] 
lihd 5] 


NHBoc 



[0 3 0 7] 

<II:^M128-1> 

N-^ >^v-N-p{^;i'- 5- [4- (3 -^>>^;u^^v"7a^y^v) - 
2-i5^nn-7a:^;l/]-2- t -r h ^v:*;i'#^;i/r 5 y >T ^ K 

[0 3 0 8] 
i^t9 6] 


NHBoc 

NMe(OMe) 


[0 3 0 9] 

mmmi27(7)^t^m (2.67g) (lOOmD tC^^^L, lmol/L7Xm<b 

f-b'J'^ATfC'^?^ (20mL) -Irijnx.. 1 B#P^it# Lt^Co :^m«rin£mttfc 

At?^^L;^io mmt:i^mi^mL:^ J^yi^ymi^' (2.60g) LT# 
T^^o (2.40g) (50inL) Kit^L> MeONHMe.H 



mwE^2 003-3085531 




2002-272834 


CI (780mg) . h,;^f^;UT5> (l.luL) . WS C (1.53g) ^iUx.'B'i^iZX 8 

m:^^)v=2 : 1) KxmmL^6^ti-^T^ K (Li2g) ^m^mvti^tLx 

lH-NMR(400MHz, CDCI3) ^1.43(9H, s), 1. 52-1. 78(4H, m). 2. 67-2. 77 (2H, m). 
3.20(3H. s), 3.76(3H, s), 4.73(1H. br). 5.03(2H, s). 5.17(1H, br), 6.59 
(IH, dd. J=8.3Hz. 2.4Hz), 6.62(1H. t. J=2.4Hz). 6.74(1H, dd, J=8.3Hz. 2. 
4Hz). 6.83(1H. dd. J=8.3H2. 2.4Hz), 6.99(1H. d. J=2.4Hz). 7.14(1H. d, J= 
8.3Hz). 7.23(1H, t, J=8.3H2), 7. 28-7. 52 (5H. in)o 

[0 3 10] 
<**feMl28-2> 

6- [4- (3— - 2 -i^ n n 7.^ - ;^] - 3 _ 

±mmmmi28-10l\:^^ (570mg) ^THF (ISmL) izmmU SmolA-MeMg 
Brc7)THF^^ (2mL) ^OX:Kxm^. SmmmWLfZo TK^UU^fz^^. 

^^ji^xmm^^. tK. ^m:km^<Dmx'm^LMymm±hv^Ax^'mLfzo 
>'i-=3 : 1) Kxnm^L^m^ (200m) ^^^mvtm t lx^zo 

lH-NMR(400MHz. CDCI3) S 1.44(9H. s). 1.53-1.70(3H. m), I.93(1H, br), 2. 
19 (3H, s). 2. 67-2. 75 (2H, m), 4.35(1H. br). 5.03(2H. s), 5.19(1H. d, J=7. 
OHz). 6.59aH, ddd. J=8.3Hz. 2.4Hz, 0.7Hz). 6.62(lH. t. J=2.4Hz). 6.75(1 
H. ddd. J=8.3Hz. 2.4Hz. 0.7Hz), 6.84(1H. dd. J=8.3Hz. 2.4Hz). 7.00(1H. d 
. J=2.4Hz). 7.13(1H. d. J=8.3Hz). 7.24(1H. t. J=8.0Hz). 7. 31-7.43(5H. m) 

O 

[0 3 11] 

< 11:^^129 > 

6- [4- (3-^>i^)l.:^^i.y:^y^.y) - 2 - ^ u u y 3 ~ 


tiiiE# 2003-3085531 


#M 2002-272834 


^-v^: 73/ 


[0 3 12] 


[^1:9 7] 


a. 


OH 


[0 3 13] 

^M^?IJl28<0'fb'^tl (390mg) <^THF (15mL) . Ju^y-)U (SmL) ^?^tCLiB 

H4 (50mg) ^rtuK.'^mzx immmwLfzo 7K=^^J^;t^ 7X 

nmLEm<^ (320mg) ^it'fe>^4t'ct^i:L-r#f::o 
FABMS: 526 ([M+H]+) 

lH-NMR(400MHz. CDCI3) d 1.13(3H, d, J=6.3Hz). 1.44(9H, s), 1.64-1.72(4H 

, m), 2. 64-2. 76 (2H, m), 3.67(1H. br). 3.86(1H, br). 4.55(1H, d. J=8.3Hz) 
. 5.03(2H, s), 5.19(1H, d, J=7.0Hz), 6.60(1H. dd, J=8.3Hz, 2.2Hz). 6.62( 

IH, t, J=2.2Hz), 6.75(1H, dd, J=8.3Hz, 2.2Hz), 6.84(lH, dd, J=8.3Hz, 2.4 
Hz), 7.00(1H, d, J=2.4Hz), ^.UdH. d. J=8.3Hz), 7.24(1H, t, J=8.0Hz). 7 
.29-7. 42 (5H, in)o 
[0 3 14] 
<^»J130> 

3-r^y-6- [4- (3-^y-J)]/:^^zyy ^-y) -2-:5^nn-7i 
-;1']^^-9->'-2-:^-;K 
[0 3 15] 


[^b9 8] 



OH 


miE#2 003-3085531 



2002-272834 ^ 


[0 3 16] 

FABMS: 426 ([M+H]+) 

iH-NMR (400MHz. DMSO-De) ^ 1- 03-1. 06(3H. m), 1.65-1. 71 (4H, m), 2.67(2H. 
br), 3.03(1H. br), 3. 84-3. 87 (IH. m). 5.08(2H, s), 6.56(1H. dd, J=8.3Hz, 
2.4Hz), 6.66(1H, t, J=2.4Hz). 6.83(1H. dd, J=8.3Hz. 2.4Hz), 6.94(1H. dd, 
J=8.3Hz, 2.4Hz), 7.06(1H, d, J=2.4Hz), 7. 14-7. 43 (7H. m), 7.82(3H. br)o 

[0 3 17] 
<^»J131> 

5- [4- {3-^>-J}V:^^iyy - 2 -;5^ n n - 2 

[0 3 18] 

['fbQg] 

0>>^>v^s.^,<^i ^^^^^ 

CHO 



[0 3 19] 


-l^X:.KXm\::^^V> (20mL) i;;v^ni; K (l.OmL) ^?8[iCDMS 

0 (l.7inL) (Omt^f-^V-y (lOmL) mm^lmkfz^^. mmm<Di\:^m (5.59g 
) omt^^U> (20inL) mm^mTLfZo 15^mhV-x^;i.r5> (7.2niL) 

i^^-^y^ :W^Mj^^,v=3 : i) izxmmLEmm (4.75g) * 

iH-NMR (400MHz. CDCI3) ^ 1.44(9H. s). 1.60-1.74(3H. m), 1.96(1H. br), 2.7 
2-2.77(2H. m), 4.28(1H, br), 5.02(2H. s), 6, 87-6. 95 (3H, m), 7. 10-7. 16 (2H 
. m), 7.23(1H, t, J=7.8Hz). 7. 28-7. 52 (6H. m), 9.58(1H, s)o 
[0 3 2 0] 


miE# 2003-3085531 


#11 2002-272834 


<mmmi32> 


6- [4- _ 2 - ^ n o 7 - 3 

[0 3 2 1] 
Utl 0 0] 


[0 3 2 2] 
FABMS : 542 ([M+H]+) 

iH-NMR (400MHz, CDCI3) S 1.12(1H, d, J=6.1Hz). 1.19(2H, d, J=6.1Hz). 1.4 
4(9H, s). 1.64-1. 70(4H. m), 2. 68-2. 75 (2H, m), 3.49-3.85(2H. m), 4.54-4.6 
2(1H, br), 5.02(2H, s), 6. 86-6. 88 (IH. m), 6. 91-6. 94 (2H, m). 7. 14-7. 16 (2H 
, m), 7.22(1H, t. J=7.8Hz). 7. 26-7. 40 (6H, m)o 

[0 3 2 3] 
<IIII^J133> 

3-T5y-6- [4- (3-^>y;i':f ^v^jc^;^^;^-) -2-i^nn7 

[0 3 2 4] 
[-ft 1 0 1 ] 


[0 3 2 5] 




ffiiE#2 003-3 0 85531 



Wm 2002-272834 


FABMS : 442 ([M+H]+) 

lH-NMR(400MHz. DMSO-De) ^ 1.03(1H. d. J=6.1Hz), 1.10(2H. d. J=6.1Hz), 1 
.52-1.65(4H, m), 2.68(2H, br s). 2.86-3. 02(1H, m). 3.65-3.84(lH. m). 5.0 
8(2H, s), 5..26-5.36(lH, m). 6.89(1H, d. J=7.8Hz), 6. 94-7. 00(2H, m). 7.23 
(IH, dd, J=7.8Hz, 1.8Hz), 7. 29-7. 41 (8H, m), 7. 78-7. 82 (3H. br)o 

[0 3 2 6] 
<^i&Ml34-138> 

^»!iii2-ii5. n9<Dit^^^m^mmm6tmmi<^Kj:L^^-tm9i>z^-r^t 

[0 3 2 7] 

[^9] 


(CHJi 


HCI 



R1 

R2 

R3 

R4 

R5 

R6 

X 

n 

tttt 

(%) 

FABMS 
[M+H]+ 

134 

PhCHzO 

1-H 

H 

CI 

H 

OMe 

O 

3 


100 

456 

135 

PhCHgO 

1-H 

H 

CI 

Me 

OMe 

O 

3 


100 

470 

136 

CFa 

1-H 

H 

H 

H 

OMe 

O 

3 


92 

384 

137 

CFa 

1-H 

H 

H 

Me 

OMe 

O 

3 


98 

398 

138 

PhCHgO 

l-H 

H 

CI 

H 

SMe 

S 

3 


100 

488 


[0 3 2 8] 

<mmmi39> 

5- [4- (3 -^>z^}]^:t^i^y j^^JV^t) -2 
[0 3 2 9] 


-^nn:7ai^;i/]- 2 


tBiE#2 003-3085531 


#M 2002-272834 


^-v : 77/ 


['fbl 0 2] 


COgEt 


[0 3 3 0] 

7j<.^'fl:f- h V A (242mg) ^DMF (SmL) izmML. -JJ^^}V^^)]^-7U> 
^jl:^-t)U (0.956mL) trtakSO^mmWLfZo ^flK^^miZKOit^m (2.50 
g) ODMF (5mL) mWi^tWx.mf^m.W\^fZo .RfSTW^TK-e^f^L. Wm^f- 

= 20 : 1 - 10 : 1) TJ^mt. EB^m (2.74g) =^^feMt»c%^ LT#7to 
MS (EI) : 540 ([M]+) 

lH-NMR(400MHz. CDCI3) d 1.23(6H, t, J=7.3Hz). 1.40(3H, s), 1.52-1.60(2H 
, m), 1.91-1.95(2H. m), 2.70(2H, t. J=7.9Hz). 4.16(4H, q, J=7.3Hz). 5.02 
(2H, s), 6. 86-6. 94 (3H, m), 7. 11-7. 14 (2H, m). 7. 20-7. 24 (IH. m) , 7.31-7.4 
0(6H, m)o 

[0 3 3 1] 

<^mmuo> 

5- [4- (3 -^>v^;i/:t-^->-7i-;V^:t) -2-^UuystL::^)U'\-2 

[0 3 3 2] 
Utl 0 3] 


[0 3 3 3] 



ajiE# 2003-3085531 


Wm 2002-272834 


m 


MS(EI) : 554 (M+) 

lH-NMR(400MHz, CDCI3) S 0.80(3H. t, J=7.3Hz). 1.22(6H. t, J=7.3Hz). 1.4 
5-1.53(2H, m). 1.89-1, 97(4H, m). 2.70(2H, t. J=7.3Hz). 4.16(4H. q. J=7.3 
Hz), 5.02(2H. s). 6'. 86-6. 94 (3H. m). 7. 11-7. 16 (2H. m), 7. 20-7. 24 (IH. m) , 
7. 31-7. 40 (6H, m)o 
[0 3 3 4] 

<%mmui> 

4- [4- (3 -^>>?;i/:^-c^v*7jLCi;v^:t) - 2 - ^ uuy :r.^)V']- 2 

[0 3 3 5] 
[itl 0 4] 


[0 3 3 6] 

MS (EI) : 526 ([M]+) 

lH-NMR(400MHz, CDCI3) <y 1.27(6H. t. J=7.3Hz), 1.52(3H. s). 2.10-2.14(2H 
, m). 2. 65-2. 69 (2H. m), 4.20(4H, q. J=7.3Hz). 5.02(2H, s), 6. 86-6. 96 (3H, 
m). 7.15(2H. s). 7.23(1H, t, J=8.0). 7. 31-7. 41 (6H, ni)o 

[0 3 3 7] 
<*M^J142> 

4- [4- (3 — ^^y^v^f^v^i^;!/^;^) -2 -i^nn7a:-;v]-2 
[0 3 3 8] 



ffiiE# 2003-3085531 



COgEt 


[0 3 3 9] 

MS (EI) : 540 ([M]+) 

iH-NMR (400MHz, CDCI3) d 0.82(3H. t, J=7.3Hz), 1.17(6H, t. J=7.3Hz), 1.9 
3(2H. q. J=7.3Hz). 1. 98-2. 02(2H. m), 2. 45-2. 51 (2H, m), 4.13(4H, q, J=7.3 
Hz), 5.10(2H, s). 6. 92-7. 01 (3H. m), 7.21(1H, dd. J=8.0Hz, 1.9Hz), 7.30-7 
.41(8H, m)o 

10 3 4 0] 
<II»J143> 

5- [4- (3 -^>>^;i/:f^->:7jc:^;v^:t) -2-i>nn-7i-;v]-2 

[0 3 4 1] 
Hbl 0 6] 



COaEt 


[0 3 4 2] 

mmmmcD^t'^m (2.74g) (lOmL) t^-^^L. y^m^it^v^A 

(330mg) ^:UnA.50X:X—mmWLfZo EJ^^m^T^X^mU 2molAMm.^mk 

: mm^^^i' = 10 : 1 - 2:1) xmmu ^mm (2.38g) ^n^m 


mSE#2 003-3085531 



2 002-272834 


^-v : 80/ 


MS (EI) : 512 ([M]+) 

lH-NMR(400MHz. CDCI3) d 1.26(3H. t, J=7.3Hz), 1.47(3H. s), 1.53-1.62(2H 
. m). 1.92-2. 03 (2H. m), 2.71(2H, t. J=7.9Hz). 4.22(2H, q, J=7.3Hz). 5.02 
(2H, s). 6. 87-6. 94 (3H. m), 7. 10-7. 14 (2H, m), 7. 21-7. 25 (IH. m) , 7.31-7.4 
0(6H, m)o 

[0 3 4 3] 

<mmmu> 

5- [4- (3 — ^>-:^;V;t^v^"7ai^;i/^^) - 2 - n n 7 - 2 

[0 3 4 4] 
Utl 0 7] 



10 3 4 5] 

mmmuo<D^t^m ^m\^^±i'd.mmm43 1 mmi^Kj^ ^-tEmm "kn-^mmo 

MS (EI) : 526 (M+) 

iH-NMR (400MHz, CDCI3) a 0.84(3H, t, J=7.3Hz). 1.28(3H, t. J=7.3Hz), 1.4 

2- 1.59(2H, m), 1. 85-1. 95(2H, m) . 2. 00-2. 13 (2H. m), 2, 66-2. 70(2H, m). 4.2 

3- 4.31(2H, m), 5.02(2H. s). 6. 86-6. 94 (3H, m), 7. 08-7. 15 (2H, m), 7.21-7.2 
5(1H, m) , 7. 30-7. 40 (6H, m)o 

[0 3 4 6] 
<ll»fll45> 

4- [4- (3 —^>i^)Vt^^^yjLz::.)U^^) - 2 -iJ' n n 7 a^— - 2 
[0 3 4 7] 


miE#2 003-308553 1 


#M 2002-272834 


•Hb 10 8] 



[0 3 4 8J 
MS(EI) : 499 (M+) 

iH-NMR (400MHz, CDCI3) S 1.30(3H. t. J=7.3Hz). 1.57(3H. s). 2.11-2.19(2H 
, m). 2.69(2H. t. J=8.5Hz). 4.24(2H. q, J=7.3Hz), 5.02(2H. s). 6.87-6.96 
(3H, m). 7.14(2H. s), 7.23(1H, t. J=8.0Hz), 7. 31-7. 40 (6H. m)o 
[0 3 4 9] 

<mmmu6> 

4-. [4- (3-^yz^)Ut^i^yauc=.;u^t) -2-^nn:7a.-;v]-2 
[0 3 5 0] 

['ft: 1 0 9 ] 


[0 3 5 1] 

^»ji420'fb'a-tj^fflv\ mkmustmmzKJB^'^Emi^^mn'^m'^m 

lH-NMR(400MHz. CDCI3) S 0.90(3H, t. J=7.3Hz), 1.33(3H, t, J=7.3Hz), 1.9 
4-1.99(lH. m). 2.05-2.12(lH. m). 2. 19-2. 24 (2H, m), 2. 59-2. 64 (2H, m). 4.2 
0-4.31(2H, m), 5.02(2H. s), 6. 87-6. 94 (3H. m), 7. 09-7. 14 (2H. m). 7.23(1H. 
t, J=8.0Hz), 7. 29-7. 40 (6H. m)o 



ttiiE#2 003-3085531 


Wm2 002-272834 


[0 3 5 2] 

<MMmu7> 

5- [4- (3 -^>i^;V:t^>':7 — - 2 - iJ' n n 7 - 2 

[0 3 5 3] 

[<biio] 


[0 3 5 4] 

mamUSOit^^ (2.38g) ^^>'-fe-^ (20mL) iZ^mML. hVJ^^)\^r^> 
(0.711mL) tDPPA (l.lOmL) ^jJU^. ^za-C10^W#f^itrL$-^lB#r^30 
:$3^F^^#L7^v:o «r tttc;.? ^ y (3.76iiiL) ^30:9-^;d^ttTtJPx.. — Bjfe^^LTt: 

yy^- (^^-t^ : = 20 : 1 - s : 1) X-mUU BfiUtf (2.0 

4g) =£rm-fe?ft*^tJi: LT#/Zo 
MS (EI) : 541 ([M]+) 

lH-NMR(400MHz. CDCI3) 3 1.24(3H, t. J=7.3Hz). 1.36-1.40(1H, m), 1.54(3H 
, s). 1.56-1.65(1H. m). 1. 80-1. 87(1H, m). 2.28(1H, m), 2. 65-2. 69(2H. m), 
3.63(3H, s), 4. 15-4. 22 (2H, m), 5.02(2H, s). 5.61(1H, br s), 6.86-6.94(3 
H. m), 7. 09-7. 15 (2H, m), 7.20-7. 24 (IH. m) . 7. 31-7. 40 (6H. in)o 
[0 3 5 5] 

<mmmu8> 

5- [4- (3-^yV)U:^^iyy - 2 - ^ n n 7 o:^;!/] - 2 

[0 3 5 6] 



COzEt 


ttJfE#2 003-3085531 



COaEt 

[0 3 5 71 

MS(EI) : 555 ([M]+) 

lH-NMR(400MHz. CDCI3) 9 0.74(3H, t, J=7.3Hz). 1.24(3H. t, J=7.3Hz). 1.2 
8-1.32(lH, m), 1.57-1.58(1H, m). 1.70-1.84(2H, m), 2. 34-2. 44 (2H. m), 2.6 
2-2.72(2H. m). 3.63(3H. s). 4. 16-4. 22 (2H, m). 5.02(2H, s). 5.78(1H, br s 
). 6. 86-6. 94 (3H. m), 7.08-7. 15 (2H. m). 7. 20-7. 24 (IH. m) , 7. 31-7. 40 (6H, 
in)o 

[0 3 5 8] 

<^ii^Jl49> 

4- [4- (3— ^>v^;U:f ^->"7i^;i/^:e-) - 2 - ^ nu 7 jl-;!/] - 2 

[0 3 5 9] 
Wtl 1 2] 



NHBoc 

)2Et 


[0 3 6 0] 

^MMl45<7)>fb'^t?^Mv^ t --Zf 9 J ~-)\^-^ :^ ^ \z.^m\^^ m. 

MS(FAB+) : 569([M+H]+) 

lH-NMR(400MHz, CDCI3) a 1.29(3H, t, J=7.3Hz). 1.46(9H, s), 1.58(3H, s), 
2.10(1H. td. J=13.0Hz, 4.9Hz), 2.41(1H. br). 2.53(1H. td, J=13.0Hz, 4.9 


aiiE# 2003-3085531 


#M 2002-272834 


^->^: 84/ 


Hz). 2.67(1H. td. J=13.0Hz, 4.9Hz). 4.19(2H, q, J=7.3), 5.02(2H, s), 5.4 

6(1H, br s), 6.86-6.94(3H, m), 7. 08-7. 15 (2H. m). 7.23(1H, t, J=8.0Hz), 7 
.30-7. 40 (6H, m)o 
[0 3 6 1] 

<mmmm> 

4- [4- (3-^>iy)V:^^-yy — - 2 - ^ u u y 2 

[0 3 6 2] 
[^bl 1 3] 


[0 3 6 3] 

^^m46<D'it^s^ ^ m v^^M^ji47 1 mui^KJB ^-^u fi^% ^ ^n^^f^w^ t 

MS (EI) : 541 ([M]+) 

lH-NMR(400MHz, CDCI3) d 0.77(3H. t. J=7.3H2), 1.30(3H, t. J=7.3Hz). 1.7 
5-1.80(lH, m). 2. 05-2. 15 (IH, m). 2. 36-2. 49 (2H. m), 2. 59-2. 68 (2H, m), 3.6 
6(3H. s), 4.11-4.27(2H, m), 5.02(2H. s). 5.87(1H, br), 6. 86-6. 93 (3H. m), 
7.08-7. 14(2H, m), 7.22(1H, t, J=8.0Hz), 7.30-7. 40(6H, m). 
[0 3 6 4] 

<mmmi5i> 

5-[4- (3 — ^>>^;i/:f^i/"7i^;i/^:^) - 2 u u y j^^ju]- 2 - 
^ h^v:^7;v.-K^;i/T^ y-2 1 -^^ju 

[0 3 6 5] 



aJiE# 2003-3085531 



#M 2002-272834 


['ffcl 1 4] 



NHCOaMe 


H 


[0 3 6 6] 

MS (EI) : 499 ([M]+) 

lH-NMR(400MHz, CDCI3) 3 1.18(3H. s), 1. 57-1. 84(4H, m), 2.71(2H, t. J=7. 
3Hz), 3. 59-3. 69 (3H, m). 3.63(3H, s). 4.71(1H, br s). 5.02(2H. s). 6.86-6 
.94(3H. m), 7. 13-7. 17 (2H. m). 7. 21-7. 25 (IH. m) . 7. 30-7. 41 (6H. m)o 
[0 3 6 7] 

<^»J152i3 J: ?7153> 

(+) -5-[4- (3 -^>v;l':e-^v"7a:-;V^^) -2-^uuy3u=. 

-5 -[4- (3 -^>v';i/:^-^v«7j^-;V^:e-) - 2 -i^ nn 7 jc::i;p] 
•y-^- : ^ yyn/NV-;^ = 70 : 30. m^^M. : UV 254nin. mm 3inL/min 

) x-yt^^mLfzo 

[0 3 6 8] 

mi§ffig|5:8^;6-f> [«]24.0j) +150 (c = i.o, ^X3U^.)VA) (Oit^m^ 
^mmU^i)-io [«]24.7d_i2° (C = 1.0. i^nn*;VA) 0'fb'^tf=&^#7^z 


[0 3 6 9] 

<^M^J154> 

5-C4- (3-^>>^;V;^-^>>7ai:^;v^:3-) - 2 - n n 7 - 2 - 


miE#2 003-3085531 


• 


#M 2002-272834 


10 3 7 0] 


Utl 1 5] 



NHCOaMe 


•H 


[0 3 7 1] 

MS (EI) : 513 ([M]+) 

IH-NMR (400MHz. CDCI3) a 0.83(3H, t, J=7.3Hz). 1.51-1. 73(6H. m). 2.70 (2 
H, t, J=7.3Hz). 3.63(3H, s), 3. 65-3. 70 (3H, m), 4.63(1H, br s). 5.02(2H. 
s). 6.86-6.94(3H, m), 7. 12-7. 17(2H. m), 7.20-7.24(lH, m) , 7.30-7. 40(6H. 


[0 3 7 2] 

<mMm55iS2:m56> 

(+) -5-[4- (3 -^>P)V:t^iy7 ^c=.)V^:^) 
>'^]- 2 -JL^)U— 2 — ^ h ^i^:^ )l':^^;VT < y ^> ^ > — I — — 
(-) -5-[4- (3 — ^>e^;l/:t^->"7jL-;i/^^) _ 2 -^nn^ 
- 2 -J^-^;!^- 2 h^->:«7;i/jK— ;i/T5 y^>:5^;y- 1 

: 4 vy'u^^y^)U = 60 : 40. Mmm.^ : U V 254nm. m.m : 3inL/min) 
[0 3 7 3] 

fu^mg|5:0^:d^^ [«]25.6p+i4° (C = 1.0. ^ u u )V A) (DM^^rnVt!^ ^ 
^mtaU^^^h [a]25.7j) _i5» (C = 1.0, i5'nn.i.;l.A) c7)iE-fe^)btt?=^ 

[0 3 7 4] 

<ii»ai57> 


miE# 2003-3085531 


#M 2002-272834 


^-5^ : 


4- [4- (3—^>i^)U:t^Zyy _ 2 n n "7 - 2 

[0 3 7 5] 
[-ft 1 1 6 ] 


[0 3 7 6] 

MS (EI) : 527 ([M]+) 

lH-NMR(400MHz. CDCI3) S 1.25(3H. s), 1.44(9H, s), 1.82(1H, td, J=13.0Hz 
, 4.9Hz), 2.06(1H, td, J=13.0Hz. 4.9Hz), 2. 65-2. 80 (2H, m). 3. 66-3. 74 (2H, 
m). 4.68(1H, br s). 6.86-6.94(3H. m). 7.15(2H, s), 7.23(1H. t, J=8.0Hz) 
, 7. 32-7. 40 (6H. m)o 
[0 3 7 7] 

<nMmmis X z/i59> 

(+) -4- [4- {3-^>-y}U:t^i^yj:.:=.;U^^) 

(-) -4- [4- (3 -^^^v;i/^^v-7a^^;i/f=-;t-) -2-^nn7j^^ 
>'V]-2- t -7'h^>':^;l/.-K^;l/r ^ y-2 1 

> : aciJ^y-;!/ = 85 : 15. M5E^ft : UV 254nm. : 3mL/min) 
[0 3 7 8] 

m^ffi^^^&^e, [«]25.3o +4.6'' (C = 1.0. ^UUii^}VA) (Dm^^mmO 
mmU^i}-h [a]25.6o _2.2" (C = 1.0, i5'nn.i.;i.A) (om^mmu 



tIiiE#2 003-3085531 


#0 2002-272834 


[0 3 7 9] 

<^»J160> 

4- [4- (3-^y-J)l^:^^->yj^-)i.^^) - 2 -i^ nn7a.^;l/]- 2 

[0 3 8 0] 
[fbl 1 7] 


[0 3 8 1] 

MS (EI) : 499 ([M]+) 

lH-NMR(400MHz. CDCI3) a 0.94(3H, t, J=7.3Hz). 1.69(2H, q, J=7.3Hz). 1.8 
0-L94(2H, m). 2. 62-2. 75 (2H. m). 3.65(3H, s), 3.77(3H, m). 4.77(1H. br), 
5.02(2H. s). 6. 86-6, 95 (3H, m), 7.16(2H, s). 7.23(1H. t. J=8.0H2), 7.32- 
7.41(6H, m)o 

[0 3 8 2] 

<il»ji6i*3 J: me2> 

( + ) -4- [4- (3 -^>v;k:t^v7 
(-) -4- [4- (3— ^>'>^;l^^^->"7j^-;l/^:t) ju:=.)V 


[0 3 8 3] 

mmmu^-^-h [a]25.6j) +11.1° (c = i.o, ^uu^.)UA) om^mvi^ 



'OH 


aiiE# 2003-3085531 



#^2 0 0 2 - 2 7 2 8 3 4 ^-v^ I 

^mmU^i)-h [a]26.1p _9.67° (C = 1.0, ^uu^.)l^2,) Oit-feM^i^ 

[0 3 8 4] 

<IIMM163> 

(±) -2-T^y-5-[4- (3 -^>v>^;lx5}-:^v:7a:-;V«^:4-) -2- 

[0 3 8 5] 
[^bll8] 



[0 3 8 6] 

mmmi51<D^t-^^ (527mg) *5mol/L7Km<b:*i;'^A7X^?S (2iiiL) . x h ^ 
tiKn-7 7> (2iiiL) (3mL) (Dm^mMimmL. Mm^^4 

BmmwLfzo .Kis^^rTfctr^f^L. w^m^^)\^Tmm^^. ^m^^^i^m^srim 
1) x-mmu (3iimg) trWM'^m^mtLxnfzo 

MS(FAB+) : 442([M+H]+) 

lH-NMR(400MHz. CDCI3) a 1.04(3H, s), 1.37-1.67(4H. m). 2.70(2H. t. J=7. 
3Hz), 3.29(2H. q. J=9.2Hz), 5.02(2H. s). 6.86-6.94(3H, m), 7. 12-7. 17(2H. 
m), 7. 21-7. 25 (IH. m) , 7. 31-7. 41 (6H, m). 
[0 3 8 7] 

<^MM164> 

(+) -2-T^y-5-[4- (3-^>P}l^:^^zyys!L^)U^^) -2- 

^i&Mi52<7)<k'^% v^±fB^i^^ji63 1 mmizBUB -^^E m^^^m^^m^ 


ffiiE# 2003-3085531 



2002-272834 


Ttm^mm (%) 

• C25H28CINO2S 

• l/3H20t 

LX 


c 

H 

N 


67.00 

6.45 

3.13 

mmm : 

67.03 

6.51 

3.20 


[a]25.2j) +2.0° (C = 1.0, i^nn.-^;i/A) 
[0 3 8 8] 

<mmmi65> 

-2-T^y-5-[4- (3-^>zy')Uir^iyy -2- 

^wji53<^'ft'^i^ v^ii»ji63 1 mmKKfB ^"tEmm^ mn^mvtm t 


Tn^^^ft (%) 

: C25H28CINO2S 

• 1/4H20<!: 

LT 


C 

H 

N 

smm : 

67.23 

6.44 

3.14 


67. 19 

6.44 

3.15 


[a]25.5p _2.6° (C = 1.0, ^nn.is;^A) 
[0 3 8 9] 

<mmmiee> 

5-[4- (3 -^>v^;W:r^v"7 '- 2 - ^ n n 7 - 2 - 

7'h^->;^7;v#.r:;^T^y-2-Ji^;i/^^/^>'- 1 

[0 3 9 0] 
[<bl 1 9] 



[0 3 9 1] 


ttJiE# 2003-3085531 


#® 2002-272834 


^-z^: 91/ 


MS (EI) : 555 ([M]+) 

iH-NMR (400MHz, CDCI3) a 0.83(3H. t. J=7.3Hz). 1.42(9H, s), 1.55-1.72(6H 
, m). 2.70(2H, t. J=6.7Hz), 3. 64-3. 66 (2H, m). 4.49(1H, br s). 5.02(2H. s 
), 6. 82-6. 95 (3H, m), 7. 12-7. 17 (2H, m), 7. 20-7. 25 (IH, m) , 7. 30-7. 41 (6H. 


[0 3 9 2] 

<^MM167> 

(±) -2-T^y-5-[4- (3 -^>v;V:e-:^->"7i^;Vf=-^) -2- 
^'nn7i-;i']-2-ai^;v^:x^>- 1 ^l^m. 

[0 3 9 3] 
litl 2 0] 


[0 3 9 4] 

MS(HR-FAB+) : 456.1789 

iH-NMR (400MHz, CDCI3) S 0.93(3H, t. J=7.3Hz). 1. 65-1. 75(6H. m), 2.69(2H 
, m), 3.66(2H, m), 4.21(1H, br s), 5.00(2H, s), 6. 84-6. 94 (3H, m), 7.12-7 
.23(3H, m), 7. 29-7. 39 (6H, m)o 
[0 3 9 5] 

<mmmm> 

(+) -2-r^y-5-[4- (3-^>z^)l^t^zyyj^=-)l'^^) -2- 

^ife^ji55co<fc^i^ v^nife^jies h nm^wjii^ -fr g ^ ^^n^imm t 



iiJiE# 2003-3085531 



^ #11 2002-272834 


MS(HR-FAB+) : 

456. 1753 




yo) : C26H30CINO2S 

• 2/5H20ii 

LT 


C 

H 

N 


: 67.39 

6.71 

3.03 


: 67. 35 

6.74 

2.89 


[a]25.2p +1,4° (C=1.0, ^UU^JUA) 
[0 3 9 6] 

<mmmm> 

(~) -5-[4- (3 --^>v;l/:t^v-7i — -2- 

mMmib^(Dit-^m ^m^^mMmi^^ t mm^KB ^^^^mm^ ^'^'^mvm t 


MS(HR-FAB+) : 456. 

1773 



itm^^m. (%) : 

C26H30CINO2S 

• 2/5H20^ 

LX 


c 

H 

N 


67.39 

6. 71 

3.03 

mmm : 

67.25 

6.62 

2.94 


[«]25.5jj .2.0" (C = 1.0. ^uu^)]yj^) 
[0 3 9 7] 

<mmmi7o> 

(±) -2-T^y-4-[4- (3-^>i^)V:^^i^yj,-)Ui^:^) -2 

i^nn-7a:.-;i']-2-^f-;i/ri5'>-l-:t-;K 

[0 3 9 8] 
['fb 1 2 1 ] 


HCI 


aJaE#2 003-3085531 



#M 2002-272834 


[0 3 9 9] 

MS(FAB+) : 428([M+H]+) 

lH-NMR(400MHz, DMSO-de) ^ 1.22(3H. s). 1.72-1.76(2H. m), 2.70(2H, t. J= 
8.5Hz). 3. 39-3. 43 (IH, m), 3.47-3. 50 (IH. m), 5.10(2H. s).5.54aH, m). 6.9 
0-7.02(3H. m), 7. 24-7. 42 (9H. m). 7.77(3H. br)o 
Hi,*, 150-153t:(iPr20) 

[0 4 0 0] 
<^MM171> 

(+) -2-T^y-4-[4- (3 -^>'v;i':^^>'7i^;Uf^;r) -2- 

MS(FAB+) : 428([M+H]+) 
[or]24.9jj +3.8» (C = l.O, 
WiJ^ 157-159 t:(iPr20) 

[0 4 0 1] 
<II»J172> 

-2-r^y-4-[4- (3-^>P)l^t^-yy:i^^;V^^) -2- 

MS(FAB+) : 428([M+H]+) 
[a]24.5p _4.3<' (c=i.o, 

M^. 155-158 t;(iPr20) 

[0 4 0 2] 
<^MM173> 

(±) -2-r5y-4-[4 - (3-^>v?;U:t^v-7jc-;l/f^;^) -2- 


miE#2 003-3085531 



#11 2002-272834 yv?^ 


[0 4 0 3] 


[-fb 1 2 2 ] 



*NH2 

^OH 
[0 4 0 4] 

MS(FAB+) : 442([M+H]+) 

lH-NMR(400MHz. CDCI3) 8 0.93(3H. t, J=7.3Hz), L 38-1. 71(7H. m), 2.64-2. 
71(2H, m). 3.40(2H, s). 5.02(2H. s), 6.86-6.93(3H, m), 7.15(2H. s). 7.23 
(IH, t, J=8.0Hz). 7. 31-7. 40 (6H. m)o 

[0 4 0 5] 
<^;^M174> 

(+) -2-T^y-4-[4- {'i-^>-J)V:^^i^y -2- 

mM'm<o2<Dit'^m v^ii»ji63 1 i^^tc^is ^u^wm 1 1 

MS(FAB+) : 442([M+H]+) 

[a]28.5j) +2.7» (C = 1.0, ^nu^jUJ^) 

[0 4 0 6] 
<lliil?!ll75> 

(-) -2-T^y-4-[4- (3-^yi^)l^:t^zyyju^}V^^) -2- 

^wjieK^-fb-^j^ v^iiMMi63 1 ra^ickjs ^ -^B etjii? ^^^^mvtm t l 

MS(FAB+) : 442([M+H]+) 


aiiE#2 003-3085531 


#M 2002-272834 


[«]28.5jj _3.3° (C = 1.0, 
[0 4 0 7] 

<^mmi76> 

4- [4- (3 -^>v;i':^-^v-7i-;V^:f) - 2 - n n 7 i-;!/] - 2 
- (4 -i^nn^^V'^r^V) T5yrtJ'y-;v 
[0 4 0 8] 
1 2 3 ] 


[0 4 0 9] 

mmmiOKO^t^^ OOOmg) . p-i>on^,t#^ (470mg) . WS C (575mg 
) , hVJ^-^)]yT<> (0.84niL) cOi^'ffc^^V^ (SOmL) vt^^SyStCT 8 B#F^ 

ML. mm (800mg) ^iE-fe^ijfc^t^i LT^f/Co 
FABMS: 552([M+H]+) 

lH-NMR(400MHz, CDCI3) 8 1.88-2.00(2H, m), 2.37(lH, br), 2. 76-2. 88 (2H, m 
), 3. 73-3. 84 (2H, m), 4. 20-4. 24 (IH, m). 5.02(2H, s), 6.33(1H, d, J=8.0Hz) 
, 6.88(1H, dd, J=7.3Hz, 1.8Hz), 6.90-6.94(2H. m). 7.13(1H. dd, J=8.0Hz, 
1.8Hz), 7.17(1H. d. J=8.0Hz), 7.23(1H, d. J=8..0Hz), 7. 30-7. 39 (6H. m), 7. 
41(2H, d, J=8.6Hz), 7.69(2H, d, J=8.6Hz)o 
[0 4 10] 

<mMmm> 

2-r^^)vr\J-A- [4- :c=.)v^ii-) -2- 

[0 4 11] 



mfE4# 2003-3085531 


# 


#M 2002-272834 


2 4] 



H 


HN. 


r 


[0 4 12] 

> (6.86ml) ^XZ>'^^tTt^)l^ (S.SOml) *^itTt'TJnx.4B#r^$i# L/Zo 

yy^- mm^^)l^) -TffliliU N, O-vT^rf-;!/^: (4.21g) trM^n^ 
tLx^fzo ^(T^'lt^m (620mg) (OJ^^y-jv (2.0O111L) mmz^ SNTK^-fb?!? 

v-^ATfc^flK (0.25ml) ^m^-^T^izx 1 mmmwLfzo mm^m&^s^u m 

m (552mg) ^m^^^i^tX^xntZo 
FABMS: 456([M+H]+) 

lH-NMR(400MHz, CDCI3) d 1. 72-1.89(2H. m). 2.02(3H. s). 2.69-2.83(2H, m) 
. 3.63(1H, dd. J=11.0Hz. 5.0Hz), 3.71(1H. dd, J=11.0Hz. 3.0Hz). 3.98-4.0 
KlH. m). 4. 20-4. 29 (IH. m). 5.02(2H. s). 5.70(1H. d, J=7.9). 6.87-6.95(3 
H. m), 7.15(2H, s), 7.23(1H. t. J=8. 4Hz) , 7. 31-7. 41 (6H, m)o 
14.*; 78-81'C(Et0H). 
[0 4 13] 

<mmmnz> 

4- [4- {Z-^>-J)V:^^i/y _ 2 - ^ n n 7 _ 2 - 

[0 4 14] 


tBiiE#2 003-3085531 



NHEt 


10 4 15] 

±n^^Mmi77X-WhiXfzN, O - vT-b^^V^: (1. OOg) (D-r Y xn }^ y ^ 
y (lOmL) mm-:.. 7KmT;V^^>>AV'5^'^A (191ing) =^7jc?%TiCT5[jnx.2^ 

^^yy^- {T<yityV:^r)i'. I^m^f";^) r-ffl^L. (210mg) =Sr 

FABMS: 442([M+H]+) 

lH-NMR(400MHz, CDCI3) a 1.10(3H. t. J=7.3). 1.63-1.80(2H. m). 1.82(1H, 
br), 2.58-2.75(5H, m). 3.36(1H, dd, J-10.5Hz. 6.4Hz). 3.67(lH, dd. J=10. 
5Hz, 4.0Hz), 5.01(2H. s). 6. 86-6. 94 (3H. m), 7.14(2H. s). 7.23(1H. t, J=7 
.3Hz),7.31-7.40(6H. m)o 

[0 4 16] 
<ll»!ll79> 

5- [4- (3 -^>'-:^;V:^-^v"7jc-;v>?.;v-7-f — -2-^nn:7jL^ 

[0 4 17] 
['fb 1 2 6 ] 



[0 4 18] 

nmrnmcoit^m (1.20g) (Dm.i^:^^vy (20mL) vt^H, m-^uu^^^ 
#m (588mg) =S:7Xi^TtCTJnx.30^^M^f^L7^:o ^ic>^tC|&fnfiW7X=^Jnx.7t:0 


ffiiE# 2003-3085531 


/ ^ #M2 0 0 2-2 7 2 8 3 4 ^ ^^v? 

*>^M^Mffi^*U I^m-:t^;i.-ettai L^fP:t^XT'^5fev^ ^tK^^^ ^ i; 

: ^a^^y = 2:1) X^mmLtztZ^, llj!ifeMl79^it^r-=e;V7 (1.04 
g) *5J:t;^^^M^Jl80^i£-feT^;i'7T;^ (ISOmg) tLmfzo 
FABMS: 544([M+H]+) 

lH-NMR(400MHz, CDCI3) d 1.43(9H. s). 1.54-1. 69 (5H. m). 2. 72-2. 78 (2H. m) 
, 3.52-3.57(lH,.m). 3.67(2H, d, J=8.5Hz), 4.63(1H, br). 5.10(1H, s), 7.0 
5(1H, dd. J=8.6Hz. 2.0Hz), 7.19(1H, d, J=7.9Hz), 7. 26-7. 30 (2H, m), 7.31- 
7.42(7H. m), 7.60(1H, d, J=1.2Hz)o 

[0 4 19] 
<IIM^a80> 

5- [4- (3 -^>>?;i/:t^->>'jL^;^j;^;i.7^-;i/) - 2 tj n y ol—jI^ 
1-2 - t -7'h^->:*;v>K^;VT^ y^>^>- i 
[0 4 2 0] 
[-fbl 2 7] 

O2 

^>f^^' NHBoc 

[0 4 2 1] 

FABMS: 560([M+H]+) 

iH-NMR (400MHz. CDCI3) 8 1.43(9H, s), 1. 54-1. 70(5H. m), 2. 73-2. 81 (2H. m) 
. 3.53-3.57(lH, m). 3.67(2H, d, J=8.5Hz), 4.62(1H, br), 5.10(1H. s), 7.1 
5-7.18(lH. m), 7.32-7.44(7H. m), 7.52(2H, m. J=6.6Hz, 1.2Hz), 7.68(1H, d 
d, J=8.6Hz, 1.8Hz). 7.87(lH, d, J=1.9Hz)o 
[0 4 2 2] 

2-"^- ^-5- [4- (3— «>v?;V^^v7i^;i/;;^;i''7-f-;i') -2- 



ttJiE#2 003-3085531 



#M 2002-272834 


^—-J: 99/ 


[0 4 2 3] 


Utl 2 8] 


Ok. 


.OH 


[0 4 2 4] 
FABMS: 454 ([M+H]+) 

iH-NMR (400MHz, DMSO-de) 3 1.51-1. 58 (4H, m). 2.69(2H, t, J=7.3H2). 3.06( 
IH, br), 3. 38-3. 44 (IH, m), 3.53-3. 58 (IH, m), 5.15(2H, s), 5.26(1H. t, J= 
4. 9Hz) , 7. 13 (IH. dd, J=8. OHz , 2. OHz) , 7. 30-7. 51 (9H, m) . 7. 62 (IH, dd, J=8 
.OHz, 2.0Hz), 7.76(1H. d, J=2.0Hz), 7.84(3H, br)o 
M}^. 114-116t:(CH2Cl2-iPr20) 

[0 4 2 5] 
<IIWJ182> 

2-T^y-5- [4- i3-^>-J)U:t^i^y -2—i7 

[0 4 2 6] 
['fkl 2 9] 


[0 4 2 7] 

%i^mms<DVc'^m v\ 'mmi^ t mm^-Km ^^^mm^ 'ikm^^mM t 

FABMS: 460 ([M+H]+) 

lH-NMR(400MHz. DMSO-dg) S 1.51-1. 63 (4H, m), 2.76(2H, t. J=7.3Hz), 3.08( 
IH. br), 3. 40-3. 43 (IH, m), 3. 56-3. 58 (IH. m), 5.21(2H. s). 5.27(lH. t, J= 



maE#2 003-3085531 
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^->^ : 100/ 


4.9Hz). 7. 34-7. 41 (4H, m), 7.46(2H, d, J=6.7Hz ). 7. 55-7. 61 (4H. m). 7.80( 
3H, br), 7.88(1H, dd, J=8.6Hz, 1.8Hz). 8.00(1H, d, J=1.8Hz)o 
154-156'C(CH2Cl2-iPr20). 
[0 4 2 8] 

Yvy::^'f^>T-i^3> (Transplantation) . ^55#. ^3-^. ^578-591 
H,1993^.lC|fi^<^::^^=J:##trLTfi^o7to BM£/c^m^'^'> :^7-12mM ( 

Lfzo mm.ii. RPMI-1640:^^fe (vi^'v, ^•y'a tfzHmmM^) ^iZJ^^mh - 

irMM^^^ c: t J; y)mmmw-mmiz Ltzo ^(Ty^mnmmm^^'t-'Lx^m 

%C02TT'30^F^%^b7^:o ^MI-m0^mX3mm^L^m^L-fz^^^ RPMI-1640^ 

*bti2.5xio8j@/mL^=&^ j:^ icf^^L. ^fi^MmmmmmtLtzo mmm 

W^fl^OyuL (5X106'f@/E) 27Git:fe i iJ' ni/U h > 

) ^fflv^TC3H/HeN^iltt'7'>;^6~12jl«t (B^^UT. B2^^^-;u;^ • 
/N*-t/zJ±B^Ji>^^;vi/-) (D:^^B:&WM&rim^Lfzo lE'MMmmzii 
. RPMI-1640:^ife(7)c;5A.*^aML7to 4Hf^lc:. ^liT9 >/N-gp^Jltil L^ ^ 

. f!lMfla^lt0:*-e>3BmtT% IHl®, tf4|ll> mBBM^^i^^LfZo MM 

mzit, ^mt^m<ommzm\^^fziiO tm\:^m.m<Dmm^i^^Lfzo m^^^m 

[0 4 2 9] 


^ mm 2002-272834 ^ 

[^1 0] 

m 10 



' (mg/kg) 

{%) 


(mg/kg) 

(%) 

OA 

lU 

/y 

1 Of 

1 LI 

oo 

96 

10 

73 

138 

3 

60 

101 

0.3 

44 

163 

0.1 

45 

102 

1 

46 

164 

0.1 

68 

121 

10 

57 

167 

0.1 

78 

129 

0.3 

57 

168 

0.03 

71 

133 

1 

69 

170 

0.1 

41 

134 

3 

74 

171 

0.1 

86 

135 

3 

70 

173 

0.1 

70 

136 

10 

66 

175 

0.03 

63 


[0 4 3 0] 
[0 4 3 1] 

±m<DJ:^i>z, ^I^B^Ji. ifm=^vr /ifivrv -;^J:• 


liiaE# 2003-3085531 


# 


2002-272834 


[m^^m (1) 



(1) 
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ta m A m M m m. 


^S'J#^ [000001395] 
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